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42. (NEW) The protein of Clainji 
substitution. 

43. (NEW) The protein of Claim 41 



41, wherein the mutation at Phe309 is a 



wherein the mutation at Phe309 is a deletion. 



44. (NEW) The protein of Claim 4^, wherein the mutation comprises substitution 
of Phe309 with Ser. 

45. (NEW) A nucleic acid molec}ule comprising a nucleotide sequence that 
encodes the protein of Claim 41. 



46. (NEW) An expression vector 



45. 



comprising the nucleic acid molecule of Claim 



r 

47. (NEW) A host cell transformed orjVansfected with the nucleic acid molecule 
of Claim 45. 



48. (NEW) A pharmaceutical 
protein of Claim 41 irf admixture with a pafe 



49. (NEW) A method for th 
comprising the steps of: 

a) growing, in culture, a host ce 
molecule of Claim 45; and 



comprising an effective amount of the 
snterally acceptable vehicle or excipient. 



$ production of a procoagulant-active protein 



I transformed or transfected with the nucleic acid 
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b) isolating from said host cell 
expression of the nucleic acid molecule. 



nd culture, the polypeptide product of the 



50. (NEW) A procoagulant-activo FVIII protein comprising a human FVIII 
polypeptide that is modified, wherein the modification comprises a deletion of the B domain, 
a deletion of the von Willebrand factor bindira site, a mutation at Arg740, a substitution of 
the Arg residue at position 336 with lie, a substitution of the Arg residue at position 562 with 
Lys and an addition of an amino acid sequence spacer between the A2- and A3- domains. 



51 . (NEW) The protein of Claim 5<p, wherein the mutation comprises a substitution 
of Arg at position 740 with Ala. 



52. (NEW) The protein 
54 residues in length. 



Claim B0, wherein the amino acid sequence spacer is 



53. (NEW) The protein of Clairji 52, wherein thys amino acid sequence spacer 
comprises residues 741 to 794 of wild z ty^s--P/tTl7^A/herein the residue at position 794 is 
selected from the group consisting of threonine and leucine. 



54. (NEW) The protein of C 
threonine. 



aim 53, wherein the residue at position 794 is 



55. (NEW) A nucleic acid mjplecule comprising a nucleotide sequence that 
encodes the protein of Claim 50. 
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56. (NEW) An expression veqftor comprising the nucleic acid molecule of Claim 



55. 



57. (NEW) A host cell transformed or transfected with the nucleic acid molecule 
of Claim 55. 



58. (NEW) A pharmaceutical composition comprising an effective amount of the 
protein of Claim 50 in admixture with a parenterally acceptable vehicle or excipient. 



59. (NEW) A method for jthe production of a procoagulant-active protein 
comprising the steps of: 

a) growing, in culture, a ho^t cell transformed or transfected with the nucleic acid 
molecule of Claim 55; and 

b) isolating from th^hdsjt cell and culture^the polypeptide product of the 
expression of the nucleic acid molecule. 



60. (NEW) A method of 
Willebrand factor in plasma compris 
protein and von Willebrand factor, arfi 
protein's binding affinity to von Willetjrand 



increasing binding of the protein of Claim 50 to von 
ng the step of introducing in plasma containing the 
antibody or cross-linking agent which increases the 
factor. 



61. (NEW) The method of 
at amino acids 2248 to 2285 of the p 



Claim 60, wherein the antibody recognizes an epitope 
otein. 
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62. (NEW) The method of Claim 61, wherein the antibody is ESH8. 



63. (NEW) A procoagulant-ad 
polypeptide that is modified, wherein the 
a deletion of the von Willebrand factor binjding 
Phe309 and an addition of an amino 
domains. 



ve FVIII protein comprising a human FVMI 
mcjdification comprises a deletion of the B domain, 
ing site, a mutation at Arg740, a mutation at 
acifcl sequence spacer between the A2- and A3- 



64. (NEW) The protein of Claim 
of Arg at position 740 with Ala. 



65. (NEW) The protein 
54 residues in length. 



63, wherein the mutation comprises a substitution 




wherein the amino acid sequence spacer is 



66. (NEW) The protetrTof CI aim 65, wherein the amino acid sequence spacer 
comprises residues 741 to 794 of wild-jtype FVIII, wherein the residue at position 794 is 
selected from the group consisting of threonine and leucine. 



67. (NEW) The protein of 
threonine. 

68. (NEW) A nucleic acid 
encodes the protein of Claim 63. 



Claim 66, wherein the residue at position 794 is 



molecule comprising a nucleotide sequence that 
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69. (NEW) An expression vector comprising the nucleic acid molecule of Claim 



68. 



70. (NEW) A host cell transform 
of Claim 68. 



71. (NEW) A pharmaceutical cc 
protein of Claim 63 in admixture with a pafenterally 



ed or transfected with the nucleic acid molecule 



mposition comprising an effective amount of the 
acceptable vehicle or excipient. 



72. (NEW) A method for th$ production of a procoagulant-active protein 
comprising the steps of: 

a) growing, in culture, a h^st c^rfransformed or transfected with the nucleic acid 
molecule of Claim 68; and 

b) isolating from the rrost ce 
expression of the nucleic acid molecule 




and culture, the polypeptide product of the 



73. (NEW) A method of increc sing binding of the protein of Claim 63 to von 
Willebrand factor in plasma comprising tfie step of introducing in plasma containing the 
protein and von Willebrand factor, an ant body or cross-linking agent which increases the 
protein's binding affinity to von Willebrand factor. 

74. (NEW) The method of Claim 73, wherein the antibody recognizes an epitope 
at amino acids 2248 to 2285 of the proteif 
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75. (NEW) The method of Clafm 74, wherein the antibody is ESH8. 



76. (NEW) A procoagulant-a 
polypeptide that is modified, wherein the 
a deletion of the von Willebrand factor bi 
the Arg residue at position 336 with lie, a 
Lys, a mutation at Phe309 and an addition 
A2- and A3- domains. 



tive FVIII protein comprising a human FVIII 
modification comprises a deletion of the B domain, 
ing site, a mutation at Arg740, a substitution of 
bstitution of the Arg residue at position 562 with 
of an amino acid sequence spacer between the 



inc 



su 



77. (NEW) The protein of Claim 
of Arg at position 740 with Ala. 



78. (NEW) The protein 
54 residues in length. 



T6 f wherein the mutation comprises a substitution 




Clairjrv6, wherein the amino acid sequence spacer is 



79. (NEW) The protein of ClairVi 
comprises residues 741 to 794 of wild-tyfj>e 
selected from the group consisting of thretjm 



78, wherein the amino acid sequence spacer 
FVIII, wherein the residue at position 794 is 
ine and leucine. 



80. (NEW) The protein of Cl^im 79, wherein the residue at position 794 is 
threonine. 

81. (NEW) A nucleic acid rrjolecule comprising a nucleotide sequence that 
encodes the protein of Claim 76. 
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82. (NEW) An expression vector comprising the nucleic acid molecule of Claim 



81. 



83. (NEW) A host cell transformed or transfected with the nucleic acid molecule 
of Claim 81. 



84. (NEW) A pharmaceutical 
protein of Claim 76 in admixture with a pahenterally 



composition comprising an effective amount of the 
acceptable vehicle or excipient. 



85. (NEW) A method for tfje production of a procoagulant-active protein 
comprising the steps of: 

a) growing, in culture, a ty5st ^elUrsjfisformed or transfected with the nucleic acid 
molecule of Claim 81; and 

b) isolating from the h|0St_^elL-aftt±^uTture, the polypeptide product of the 
expression of the nucleic acid moleculel 

86. (NEW) A method of increasing binding of the protein of Claim 76 to von 
Willebrand factor in plasma comprising the step of introducing in plasma containing the 
protein and von Willebrand factor, an (antibody or cross-linking agent which increases the 
protein's binding affinity to von Willebrjand factor. 



87. (NEW) The method on Claim 86, wherein the antibody recognizes an epitope 
at amino acids 2248 to 2285 of the protein. 
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88. (NEW) The method of Claim 87, wherein the antibody is ESH8. 



89. (NEW) A procoagulant-a< tive FVIII protein comprising a human FVIII 
polypeptide that is modified, wherein the modification comprises a deletion of the B domain, 
a deletion of the von Willebrand factor bind ng site, a mutation at Arg740, a substitution of 
the Arg residue at position 336 with lie, a su Dstitution of the Arg residue at position 562 with 
Lys, an addition of an amino acid sequence spacer between the A2- and A3- domains and 
an antibody bound to at least a portion of the C2 domain. 



90. (NEW) The protein of Claim 
a mutation at Phe309. 



91 . (NEW) The protein oj^ytsrrm 
of Arg at position 740 with Ala. 

92, (NEW) The protein of Claim 
54 residues in length. 



39, wherein the modification further comprises 




, wherein the mutation comprises a substitution 



93. (NEW) The protein of Clainh 
comprises residues 741 to 794 of wild-typ 
selected from the group consisting of thre 



89, wherein the amino acid sequence spacer is 



92, wherein the amino acid sequence spacer 
e FVIII, wherein the residue at position 794 is 
nine and leucine. 



94. (NEW) The protein of C ( |pim 93, wherein the residue at position 794 is 
threonine. 
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95. (NEW) A nucleic acid mo 
encodes the protein of Claim 89. 



ecule comprising a nucleotide sequence that 



96. (NEW) An expression vector 



comprising the nucleic acid molecule of Claim 



95. 



97. (NEW) A host cell transformed or transfected with the nucleic acid molecule 
of Claim 95. 



99. (NEW) A method for the 
comprising the steps of: 

a) growing, in culture, 
molecule of Claim 95; and 

b) isolating from theibosfcel 
expression of the nucleic acid molecule. 

100. (NEW) The protein of Claim 
2248 to 2285 of the C domain. 

101. (NEW) The protein of Clairr 

j 



98. (NEW) A pharmaceutical coirfposition 
protein of Claim 89 in admixture with a parefr 



comprising an effective amount of the 
terally acceptable vehicle or excipient. 




production of a procoagulant-active protein 



ransformed or transfected with the nucleic acid 



and culture, the polypeptide product of the 



89, wherein the antibody binds to amino acids 



00, wherein the antibody is ESH8. 
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